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DETAILED ACTION 
Claims 1-12 are pending in this application. 
Information Disclosure Statement 

The information disclosure statement (IDS filed 2/23/03 has been considered by the 
examiner. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 3, 9, and 12 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 3, 9, and 12 respectively contain the trademark/trade name TWEEN (claim 2 and 
12) and LIPOSYN, SOYACAL, TRAVEMULSION, INTRALIPID (claim 9). Where a 
trademark or trade name is used in a claim as a limitation to identify or describe a particular 
material or product, the claim does not comply with the requirements of 35 U.S.C. 1 12, second 
paragraph. See Ex parte Simpson, 218 USPQ 1020 (Bd. App. 1982). The claim scope is 
uncertain since the trademark or trade name cannot be used properly to identify any particular 
material or product. A trademark or trade name is used to identify a source of goods, and not the 
goods themselves. Thus, a trademark or trade name does not identify or describe the goods 
associated with the trademark or trade name. In the present case, the trademark/trade name is 
used to identify/describe a surfactant in claims 3 and 12 respectively and a diluent in claim 9, and 
accordingly, the identification/description is indefinite. 
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Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co,, 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

Claims 1-2, 4-11 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Yang et al (6,350,756) in view of Parikh et al (6,979,456) or vice-versa. 

Yang et al teach the use of camptothecin (CPT) analogs including the instantly claimed 
silatecan, for the treatment of various types of cancer. See abstract and column 28, line 44. Yang 
et al teach combining the camptothecin analogs with a pharmaceutical^ acceptable excipient 
wherein the formulation may be an oral, topical, transdermal, or parenteral in an amount of 1 to 
100 mg. See column 10, lines 35-50. Yang teaches the compound for parenteral (IV) 
administration may be prepared in a form suitable for injection including sterile solutions, 
dispersions, emulsions, and powders. The diluent may be water, ethanol, glycerols, liquid 
polyethylene glycol, various oils, and any other known to those skilled in the art. Yang teaches 
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the final form must be stable under storage conditions . See column 11, lines 40-67. Yang 
compares the CPT analogs with taxol and notes the increased survival rates. See column 55-56. 

Yang does not specify the storage stable injectable composition. 

Parikh et al teach an anticancer composition formulated as a self-emulsifying 
preconcentrate, which is stable. See abstract and column 1, lines 9-15. Parikh teaches various 
methods have been tried to increase the water solubility of anticancer drugs. See column l.The 
preconcentrate comprises an 10-80% of an oil phase, surfactants in an amount of 20-80%, and 0- 
40% of a hydrophilic component such as propylene glycol and/or ethanol; especially preferred is 
a combination of ethanol and PPG. See column 5, lines 20-45 and column 3, lines 35-40. The 
hydrophilic composition must contain at least 6% ethanol. See claim 16. Note if the hydrophilic 
phase comprises at least 6% ethanol, the remaining component is 34% PPG since Parikh teaches 
the referred combination of ethanol and PPG. The surfactants taught include polyoxyethylene- 
sorbitan-fatty acid esters and may include a mixture of nonionic surfactants. See column 3 , lines 
45-50. The hydrophobic components include triglycerides, propylene glycol dicaprylate/caprate, 
vegetable oils, etc. See page 6. The preconcentrate may be diluted with water or an appropriate 
medium before administering. See page 5. The composition is prepared by mixing the oil 
components, the surfactants, and the drug. See column 7, lines 15-30. For instance, example 5 
teaches a preconcentrate comprising 43% Tween 80, soybean oil, 6% ethanol, and 14% Lipoid 
E80 (phospholipids), among other components. 

It would have been obvious to one of ordinary skill in the art at the time the invention 
was made Yang et al and Parikh et al and utilize Parikh's preconcentrate formulation to 
formulate Yang's silatecan. One would have been motivated to do so since Parikh teaches a 
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stable preconcentrate for intravenous administration of water-insoluble anticancer drugs and 
Yang teaches the compounds may be formulated into any known and conventional composition 
with the criteria that the formulation is storage stable. Therefore, a skilled artisan would have 
been motivated to utilize Parikh's vehicle for its improved stability. 

Conversely, although Parikh teaches the use of water insoluble anticancer drugs in 
general, Parikh only exemplifies the anticancer drug taxane. It would have been obvious to one 
of ordinary skill in the art at the time the invention was made combine the teachings of Parikh et 
al and Yang et al and utilize the instant anticancer drug, silatecan, in Parikh's stable 
preconcentrate. One would have been motivated to do so since Parikh teaches a stable 
preconcentrate that contains a water-insoluble anticancer agent and Yang teaches the CPT 
analogs including instant silatecan are not only potent, water-insoluble anticancer drugs, the CPT 
analogs also have a higher survival rate than taxols. 

It should be noted that claims 4-9 are not given weight since the claims are directed to 
intended use of the concentrated emulsion, i.e. wherein the concentrated emulsion formulation is 
diluted with a diluent before administration. The examiner suggests restructuring the claim to 
remove the intended use phrase. For instance, "the concentrated emulsion further comprising a 
diluent....". 

Claims 1, 3-10, 12 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Yang et al (6,350,756) in view of Hamied et al (5,929,030). 

Yang et al teach the use of camptothecin (CPT) analogs including the instantly claimed 
silatecan, for the treatment of various types of cancer. See abstract and column 28, line 44. Yang 
et al teach combining the camptothecin analogs with a pharmaceutical^ acceptable excipient 
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wherein the formulation may be an oral, topical, transdermal, or parenteral in an amount of 1 to 
100 mg. See column 10, lines 35-50. Yang teaches the compound for parenteral (IV) 
administration may be prepared in a form suitable for injection including sterile solutions, 
dispersions, emulsions, and powders. The diluent my be water, ethanol, glycerols, liquid 
polyethylene glycol, various oils, and any other known to those skilled in the art. Yang teaches 
the final form must be stable under storage conditions . See column 11, lines 40-67. Yang 
compares the CPT analogs with taxol and notes the increased survival rates. See column 55-56. 

Yang does not specify the storage stable injectable composition. 

Hamied et al teaches a pharmaceutical composition comprising a water-soluble active 
such as peptides, antimicrobials, and antineoplastics such as taxol. See abstract and column 1, 
lines 5-14. The stable oil-in-water microemulsion comprises (a) a water insoluble active; (b) 
hydrophobic phases comprising triglycerides; and (c) phospholipids and other surfactants; and 
(d) a hydrophilic phase. See column 2, lines 10-30. The preconcentrate comprises 1-12% of the 
active, 20-80% of an oil phase, 1-10% of a phospholipids, and 10-60% of another surfactant such 
as polyoxyethylene-sorbitan-fatty acid esters. The hydrophilic phase is generally in an amount of 
up to 75% and usually 15-50%. See column 3, lines 35-45 and column 4, lines 10-20. The 
hydrophilic component taught is propylene glycol. See column examples and column 6, lines 1- 
5. Hamied teaches preparing the composition by mixing lecithin, the other surfactant, the drug, 
the oil, and propylene glycol. 

It would have been obvious to one of ordinary skill in the art at the time the invention 
was made Yang et al and Hamied et al and utilize Hamied' s preconcentrate formulation to 
formulate Yang's silatecan. One would have been motivated to do so since Hamied teaches a 
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stable preconcentrate for intravenous administration of water-insoluble anticancer drugs and 
Yang teaches the compounds may be formulated into any known and conventional composition 
with the criteria that the formulation is storage stable. Therefore, a skilled artisan would have 
been motivated to utilize Parikh's vehicle for its improved stability. 

Conversely, although Hamied teaches the use of water insoluble anticancer drugs in 
general, Hamied only exemplifies the anticancer drug taxane. It would have been obvious to one 
of ordinary skill in the art at the time the invention was made combine the teachings of Hamied 
et al and Yang et al and utilize the instant anticancer drug, silatecan, in Hamied' s stable 
preconcentrate. One would have been motivated to do so since Hamied teaches a stable 
preconcentrate that contains a water-insoluble anticancer agent and Yang teaches the CPT 
analogs including instant silatecan are not only potent, water-insoluble anticancer drugs, the CPT 
analogs also have a higher survival rate than taxols. 

It should be noted that claims 4-9 are not given weight since the claims are directed to 
intended use of the concentrated emulsion, i.e. wherein the concentrated emulsion formulation is 
diluted with a diluent before administration. The examiner suggests restructuring the claim to 
remove the intended use phrase. For instance, "the concentrated emulsion further comprising a 
diluent....". 

Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. A nonstatutory obviousness-type double patenting rejection 
is appropriate where the conflicting claims are not identical, but at least one examined 
application claim is not patentably distinct from the reference claim(s) because the examined 
application claim is either anticipated by, or would have been obvious over, the reference 
claim(s). See, e.g., In re Berg, 140 F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re 
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Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re 
Vogel, All F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) may 
be used to overcome an actual or provisional rejection based on a nonstatutory double patenting 
ground provided the conflicting application or patent either is shown to be commonly owned 
with this application, or claims an invention made as a result of activities undertaken within the 
scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 CFR 
3.73(b). 

Claims 1-2, 4-11 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1-30 of copending 
Application No. 10/734272 in view of Xiang et al (6,653,319). Although the conflicting 
claims are not identical, they are not patentably distinct from each other because: 

The instant application is directed to an emulsion comprising 4.79-75% of a 
phospholipids; 24.79-95% PPG, and 0.01-1% of silatecan and a method of preparing the 
emulsion. 

Copending application is directed to a process of producing a liposome suspension 
comprising mixing an alcohol component, 40-70% phospholipids, 15-30% PEG derived 
compound, wherein the alcohol to the other components is greater that 5:1 ratio. Dependent 
claim 2 is directed tot eh alcohol species including PPG, ethanol, methanol, fatty alcohol, glycol, 
and a combination thereof. Dependent claim 9 is directed to the ratio of alcohol solvent to the 
other components of 7-10:1. Dependent claim 26 is directed to the drug species including 
camptothecin. Dependent claims are directed to suspending the liposome in a aqueous medium. 

US '272 does not specify the use of silatecan. 
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Xiang et al teach a camptothecin analogue (silatecan) for treatment of cancer. Xiang 
teaches silatecan is more lipophilic and intercalates in the liposome better than camptothecin and 
has higher potency and less toxicity than camptothecin. See column 1, lines 30-40. 

It would have been obvious to one of ordinary skill in the art at the time the invention 
was made to combine US c 272 and Xiang and arrive at the instant invention. One would have 
been motivated to specifically utilize silatecan instead of camptothecin (CPT) since Xiang 
teaches silatecan is a CPT analog which has higher potency and less toxicity than camptothecin. 
Note the instant composition claims are rejected since the process would necessarily yield the 
instant emulsion. It should be noted that claims 4-9 are not given weight since the claims are 
directed to intended use of the concentrated emulsion, i.e. wherein the concentrated emulsion 
formulation is diluted with a diluent before administration. 

This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 

Conclusion 

All the claims are rejected at this time. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Sharmila S. Gollamudi whose telephone number is 571-272- 
0614. The examiner can normally be reached on M-F (8:00-5:30), alternate Fridays off. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Johann Richter can be reached on 571-272-0646. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

Sharmila S. Gollamudi 

Examiner 

Art Unit 1616 



